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WE CLAIM: 

1 . A compound of formula I 




5 H 

I 

or a pharmaceutical^ acceptable equivalent, an isomer or a mixture of isomers thereof, 
10 wherein: 

R 1 and R 4 are independently hydrogen, halo, nitro, cyano, trifluoromethyl, amino, 
-NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, 
wherein one or more -CH 2 - group(s) of the alkyl, alkenyl or alkynyl is/are optionally 
replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally 
1 5 substituted with one or more carbonyl oxygen(s) and/or hydroxyl(s); 

R 5 and R 6 are independently hydrogen, Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 
alkynyl, wherein the alkyl, alkenyl or alkynyl is optionally substituted with phenyl or 
substituted phenyl; 

R 2 and R 3 are independently -COOR 7 , nitro, cyano or trifluoromethyl; 
20 R 7 is Ci-Cg alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein the alkyl, alkenyl or 

alkynyl is optionally substituted with C1-C4 alkoxy or -NR 5 R 6 ; 

L is a direct bond, C1-C12 alkylene, C 2 -Ci 2 alkenylene or C 2 -Ci 2 alkynylene, 
wherein one or more -CH 2 - group(s) of the alkylene, alkenylene or alkynylene is/are 
optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkylene, alkenylene or 
25 alkynylene is optionally substituted with one or more carbonyl oxygen(s) and/or 
hydroxyl(s); and 

X is a moiety of formula A, B, C, D, E, F, G, H, I, J, K, L, M, N, O, P or Q 



Attorney Docket No.: 023597-01 10 




46 



Attorney Docket No.: 023597-0110 




with X connected to L through any one R; and 

each R is independently a direct bond, hydrogen, halo, nitro, cyano, 
trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, -COOR 7 , C-C12 alkyl, 
C2-C12 alkenyl or C 2 -Ci 2 alkynyl, wherein one or more -CH 2 - group(s) of the alkyl, 
alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the 
alkyl, alkenyl or alkynyl is optionally substituted with one or more carbonyl oxygen(s) 
and/or hydroxyl(s); 

provided that when X is a moiety of formula A and L is a direct bond, then L is 
connected to the phenyl ring of A. 

2. The compound of claim 1 , wherein: 
R 1 and R 4 are each C1-C4 alkyl; 

R 2 and R 3 are each -COOR 7 ; 

L is a direct bond; and 

X is a moiety of formula A or P. 

3. The compound of claim 1, which is: 

ethyl 4-(5-cyano-2-methyl-6-oxo(3-hydropyridyl))-5-(ethoxycarbonyl)-2,6- 

dimethyl- 1 ,4-dihydropyridine-3-carboxylate; 

ethyl 4-(5-amino-6-oxo(3-hydropyridyl))-5-(ethoxycarbonyl)-2,6-dimethyl- 1 ,4- 

dihydropyridine-3-carboxylate; 
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ethyl 5-(ethoxycarbonyl)-2 5 6-dimethyl-4-(2-oxo(6-hydroquinolyl))- 1 ,4- 
dihydropyridine-3-carboxylate; or 

ethyl 4-(5-amino-6-oxo(3-hydropyridyl))-5-(ethoxycarbonyl)-2 > 6-dimethyl- 1 ,4- 
dihydropyridine-3-carboxylate. 

4. A compound of formula II 




10 

or a pharmaceutical^ acceptable equivalent, an isomer or a mixture of isomers thereof, 
wherein: 

R 2 and R 3 are independently -COOR 7 , nitro, cyano or trifluoromethyl; 

R 7 is Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein the alkyl, alkenyl or 
15 alkynyl is optionally substituted with C1-C4 alkoxy or -NR 5 R 6 ; 

R 4 is hydrogen, halo, nitro, cyano, trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, 
Ci-C 4 alkylthio, Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein one or more -CH 2 - 
group(s) of the alkyl, alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - 
and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally substituted with one or more 
20 carbonyl oxygen(s) and/or hydroxyl(s); 

R 5 and R 6 are independently hydrogen, Cj-Cg alkyl, C 2 -C 8 alkenyl or C 2 -C 8 
alkynyl, wherein the alkyl, alkenyl or alkynyl is optionally substituted with phenyl or 
substituted phenyl; 

L is a direct bond, Ci-Ci 2 alkylene, C 2 -C i2 alkenylene or C 2 -C J2 alkynylene, 
25 wherein one or more -CH 2 - group(s) of the alkylene, alkenylene or alkynylene is/are 
optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkylene, alkenylene or 
alkynylene is optionally substituted with one or more carbonyl oxygen(s) and/or 
hydroxyl(s); and 

X is a moiety of formula A, B, C, D, E, F, G, H, I, J, K, L, M, N, O, P or Q 
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with X connected to L through any one R; 

each R is independently a direct bond, hydrogen, halo, nitro, cyano, 

5 trifluoromethyl, amino, -NR 5 R 6 , Ci-C 4 alkoxy, C1-C4 alkylthio, -COOR 7 , C r Ci 2 alkyl, 
C2-C12 alkenyl or C2-C12 alkynyl, wherein one or more -CH 2 - group(s) of the alkyl, 
alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the 
alkyl, alkenyl or alkynyl is optionally substituted with one or more carbonyl oxygen(s) 
and/or hydroxyl(s); and 

10 Ar is an aryl or heteroaryl that is optionally substituted in 1 to 3 position(s) with 

halo, nitro, cyano, trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, 
-COOR 7 , Ci-Cg alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein one or more -CH 2 - 
group(s) of the alkyl, alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - 
and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally substituted with one or more 

1 5 carbonyl oxygen(s) and/or hydroxyl(s); 

provided that when R 2 is -COOCH 2 CH 3 , R 3 is cyano, R 4 is methyl, L is 
methylene, X is a moiety of formula A, each R is hydrogen, and Ar is 
trifluoromethylphenyl, then L is not connected to the nitrogen atom of A; 

further provided that when R 2 and R 3 are each cyano, R 4 is amino, L is -SCH 2 -, X 

20 is a moiety of formula P, and each R is hydrogen, then Ar is not fluorophenyl; and 

further provided that when R 2 is -COOCH 2 CH 3 , R 3 is -COOCH3, R 4 is methyl, X 
is a moiety of formula P, each R is hydrogen, and Ar is chlorophenyl, then L is not 
-CH 2 OCH 2 CH 2 - , -CH2OCH2CH2NHCO- or -CH 2 OCH 2 CH 2 NCH3CO-. 
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5. The compound of claim 4, wherein: 
R 2 and R 3 are each -COOR 7 ; 

R 4 is Ci-C 4 alkyl; 
X is a moiety of formula A; and 
5 Ar is phenyl that is optionally substituted in 1 to 3 position(s). 

6. The compound of claim 4, which is: 

methyl 4-(2-chlorophenyl)-5-(ethoxycarbonyl)-2-methyl-6-({2-[4-(2-oxo(6- 
hydroquinolyloxy))butanoylamino]ethoxy}methyl)-l,4-dihydropyridine-3-carboxylate; 
1 0 methyl 5-(methoxycarbonyl)-2-methyl-4-(2-nitrophenyl)-6-({2-[4-(2-oxo(6- 

hydroquinolyloxy))butanoylamino]ethoxy}methyl)-l,4-dihydropyridine-3-carboxylate; 

methyl 4-(2-chlorophenyl)-5-(methoxycarbonyl)-2-methyl-6- { [3-(2-oxo(6- 
hydroquinolyloxy))propoxy]methyl} - 1 ,4-dihydropyridine-3-carboxylate; 
methyl 6-[(2- {2-[2-chloro-4-(6-oxo(l ,4,5-trihydropyridazin-3- 
1 5 yl))phenoxy]acetylamino} ethoxy)methyl]-4-(2-chlorophenyl)-5-(methoxycarbonyl)-2- 
methyl- 1 ,4-dihydropyridine-3-carboxylate; 

methyl 6-[(2-{2-[2-chloro-4-(6-oxo(l ,4,5-trihydropyridazin-3- 
yl))phenoxy]acetylamino}ethoxy)methyl]-4-(2-chlorophenyl)-5-(ethoxycarbonyl)-2- 

methyl- 1 ,4-dihydropyridine-3-carboxylate; 
20 methyl 4-(2-chlorophenyl)-5-(methoxycarbonyl)-2-methyl-6-({2-[4-(2-oxo(6- 

hydroquinolyloxy))butanoylamino]ethoxy}methyl)-l,4-dihydropyridine-3-carboxylate; 

methyl 4-(2-chlorophenyl)-5-(ethoxycarbonyl)-2-methyl-6-({2-[2-(2-oxo(6- 
hydroquinolyloxy))acetylamino]ethoxy}methyl)-l,4-dihydropyridine-3-carboxylate; 

methyl 4-(2-chlorophenyl)-5-(methoxycarbonyl)-2-methyl-6-({2-[2-(2-oxo(6- 
25 hydroquinolyloxy))acetylamino]ethoxy} methyl)- 1 ,4-dihydropyridine-3-carboxylate; or 

methyl 4-(2-chlorophenyl)-6-[(2-{2-[4-(5-cyano-2-methyl-6-oxo(3- 
hydropyridyl))phenoxy] acetylamino } ethoxy)methyl] -5 -(ethoxycarbonyl)-2-methyl- 1 ,4- 
dihydropyridine-3-carboxylate. 

30 7. A compound of formula III 
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H 



III 

5 or a pharmaceutically acceptable equivalent, an isomer or a mixture of isomers thereof, 
wherein: 

R 1 and R 4 are independently hydrogen, halo, nitro, cyano, trifluoromethyl, amino, 
-NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, C r C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, 
wherein one or more -CH2- group(s) of the alkyl, alkenyl or alkynyl is/are optionally 
10 replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally 
substituted with one or more carbonyl oxygen(s) and/or hydroxyl(s); 

R 5 and R 6 are independently hydrogen, C r C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 
alkynyl, wherein the alkyl, alkenyl or alkynyl is optionally substituted with phenyl or 
substituted phenyl; 
15 R 3 is -COOR 7 , nitro, cyano or trifluoromethyl; 

R 7 is C r C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein the alkyl, alkenyl or 
alkynyl is optionally substituted with C1-C4 alkoxy or -NR 5 R 6 ; 

L is a direct bond, C1-C12 alkylene, C 2 -Ci 2 alkenylene or C 2 -Ci 2 alkynylene, 
wherein one or more -CH 2 - group(s) of the alkylene, alkenylene or alkynylene is/are 
20 optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkylene, alkenylene or 
alkynylene is optionally substituted with one or more carbonyl oxygen(s) and/or 
hydroxyl(s); and 

X is a moiety of formula A, B, C, D, E, F, G, H, I, J, K, L, M, N, O, P or Q 
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R R R 

Q 



with X connected to L through any one R; 

each R is independently a direct bond, hydrogen, halo, nitro, cyano, 
5 trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, -COOR 7 , C r Ci 2 alkyl, 
C2-C12 alkenyl or C2-C12 alkynyl, wherein one or more -CH 2 - group(s) of the alkyl, 
alkenyl or alkynyl is/are optionally replaced with -O, -S-, -S0 2 - and/or -NR 5 -, and the 
alkyl, alkenyl or alkynyl is optionally substituted with one or more carbonyl oxygen(s) 
and/or hydroxyl(s); and 

10 Ar is an aryl or heteroaryl that is optionally substituted in 1 to 3 position(s) with 

halo, nitro, cyano, trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, 
-COOR 7 , Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein one or more -CH 2 - 
group(s) of the alkyl, alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - 
and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally substituted with one or more 

15 carbonyl oxygen(s) and/or hydroxyl(s); 

provided that when R 1 and R 4 are each methyl, R 3 is -COOCH3, and X is a moiety 
of formula A or O, then L is not alkyl substituted with carbonyl oxygen connected 
directly to the pyridine ring. 

20 8. The compound of claim 7, wherein: 

R 1 and R 4 are each C1-C4 alkyl; 
R 3 is -COOR 7 ; 

X is a moiety of formula E; and 

Ar is phenyl that is optionally substituted in 1 to 3 position(s). 
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9. The compound of claim 7, which is: 

2-(2-oxo-4 5 3a-dihydroimidazolidino[2,l-b]quinazolin-6-yloxy)ethyl 5- 
(methoxycarbonyl)-2 5 6-dimethyl-4-(3-nitrophenyl)-l 5 4-dihydropyridine-3-carboxylate; or 

methyl 4-(2-chlorophenyl)-2,6-dimethyl-5-[N-(2-{2-[4-(6-oxo(l,4 ? 5- 
trihydropyridazin-3-yl))phenoxy] acetylamino } ethyl)carbamoyl] - 1 ,4-dihydropyridine-3- 
carboxylate. 

10. A pharmaceutical composition comprising: 

(i) an effective amount of a compound of claim 1 ; and 

(ii) a pharmaceutically acceptable carrier. 

11. A pharmaceutical composition comprising: 

(i) an effective amount of a compound of claim 4; and 

(ii) a pharmaceutically acceptable carrier. 

12. A pharmaceutical composition comprising: 

(i) an effective amount of a compound of claim 7; and 

(ii) a pharmaceutically acceptable carrier. 

13. A method for regulating calcium homeostasis or for treating a cardiovascular 
disease, stroke, epilepsy, ophthalmic disorder or migraine, comprising administering to a 
mammal in need thereof an effective amount of a compound of formula I 




I 
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or a pharmaceutically acceptable equivalent, an isomer or a mixture of isomers thereof, 
wherein: 

R 1 and R 4 are independently hydrogen, halo, nitro, cyano, trifluoromethyl, amino, 
-NR 5 R 6 5 C1-C4 alkoxy, C r C 4 alkylthio, Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, 
5 wherein one or more -CH 2 - group(s) of the alkyl, alkenyl or alkynyl is/are optionally 

replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally 
substituted with one or more carbonyl oxygen(s) and/or hydroxyl(s); 

R 5 and R 6 are independently hydrogen, Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 
alkynyl, wherein the alkyl, alkenyl or alkynyl is optionally substituted with phenyl or 
1 0 substituted phenyl ; 

R 2 and R 3 are independently -COOR 7 , nitro, cyano or trifluoromethyl; 

R 7 is Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein the alkyl, alkenyl or 
alkynyl is optionally substituted with C1-C4 alkoxy or -NR 5 R 6 ; 

L is a direct bond, Ci-Ci 2 alkylene, C 2 -C i2 alkenylene or C 2 -Ci 2 alkynylene, 
1 5 wherein one or more -CH 2 - group(s) of the alkylene, alkenylene or alkynylene is/are 
optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkylene, alkenylene or 
alkynylene is optionally substituted with one or more carbonyl oxygen(s) and/or 
hydroxyl(s); and 

X is a moiety of formula A, B, C, D, E, F, G, H, I, J, K, L, M, N, O, P or Q 

20 
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with X connected to L through any one R; and 

each R is independently a direct bond, hydrogen, halo, nitro, cyano, 
trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, C,-C 4 alkylthio, -COOR 7 , C1-C2 alkyl, 
C2-C12 alkenyl or C2-C12 alkynyl, wherein one or more -CH 2 - group(s) of the alkyl, 
alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the 
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alkyl, alkenyl or alkynyl is optionally substituted with one or more carbonyl oxygen(s) 
and/or hydroxyl(s). 

14. The method of claim 1 3, wherein the method is for treating a 

5 cardiovascular disease selected from heart failure, hypertension, SA/AV node 
disturbance, arrhythmia, hypertrophic subaortic stenosis and angina. 

15. The method of claim 14, wherein the heart failure is congestive heart 

failure. 



10 



15 



16. A method for regulating calcium homeostasis or for treating a 
cardiovascular disease, stroke, epilepsy, ophthalmic disorder or migraine, comprising 
administering to a mammal in need thereof an effective amount of a compound of 
formula II 



H k 
II 



or a pharmaceutical^ acceptable equivalent, an isomer or a mixture of isomers thereof, 
20 wherein: 

R 2 and R 3 are independently -COOR 7 , nitro, cyano or trifluoromethyl; 

R 7 is Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein the alkyl, alkenyl or 
alkynyl is optionally substituted with C1-C4 alkoxy or -NR 5 R 6 ; 

R 4 is hydrogen, halo, nitro, cyano, trifluoromethyl, amino, -NR 5 R 6 , Ci-C 4 alkoxy, 
25 C1-C4 alkylthio, Ci-Cg alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein one or more -CH 2 - 
group(s) of the alkyl, alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - 
and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally substituted with one or more 
carbonyl oxygen(s) and/or hydroxyl(s); 
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R 5 and R 6 are independently hydrogen, Ci-C 8 alkyl, C2-C 8 alkenyl or C 2 -C 8 
alkynyl, wherein the alkyl, alkenyl or alkynyl is optionally substituted with phenyl or 
substituted phenyl; 

L is a direct bond, C1-C12 alkylene, C 2 -Ci 2 alkenylene or C2-C12 alkynylene, 
5 wherein one or more -CH 2 - group(s) of the alkylene, alkenylene or alkynylene is/are 
optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkylene, alkenylene or 
alkynylene is optionally substituted with one or more carbonyl oxygen(s) and/or 
hydroxyl(s); and 



X is a moiety of formula A, B, C, D, E, F, G, H, I, J, K, L, M, N, O, P or Q 



10 




H I J 

15 



59 



Attorney Docket No.: 023597-0110 




5 with X connected to L through any one R; 

each R is independently a direct bond, hydrogen, halo, nitro, cyano, 
trifluoromethyl, amino, -NR 5 R 6 , d-C 4 alkoxy, C r C 4 alkylthio, -COOR 7 , C r Ci 2 alkyl, 
C2-C12 alkenyl or C 2 -Cu alkynyl, wherein one or more -CH 2 - group(s) of the alkyl, 
alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the 
10 alkyl, alkenyl or alkynyl is optionally substituted with one or more carbonyl oxygen(s) 
and/or hydroxyl(s); and 

Ar is an aryl or heteroaryl that is optionally substituted in 1 to 3 position(s) with 
halo, nitro, cyano, trifluoromethyl, amino, -NR 5 R 6 , C r C 4 alkoxy, C1-C4 alkylthio, 
-COOR 7 , Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein one or more -CH 2 - 
1 5 group(s) of the alkyl, alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - 
and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally substituted with one or more 
carbonyl oxygen(s) and/or hydroxyl(s). 
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17. The method of claim 16, wherein the method is for treating a 
cardiovascular disease selected from heart failure, hypertension, SA/AV node 
disturbance, arrhythmia, hypertrophic subaortic stenosis and angina. 



5 



18. 



The method of claim 17, wherein the heart failure is congestive heart 



failure. 



19. A method for regulating calcium homeostasis or for treating a 
cardiovascular disease, stroke, epilepsy, ophthalmic disorder or migraine, comprising 
10 administering to a mammal in need thereof an effective amount of a compound of 
formula III 



or a pharmaceutical^ acceptable equivalent, an isomer or a mixture of isomers thereof, 
wherein: 

R l and R 4 are independently hydrogen, halo, nitro, cyano, trifluoromethyl, amino, 
20 -NR 5 R 6 , C1-C4 alkoxy, C1-C4 alkylthio, C r C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, 
wherein one or more -CH 2 - group(s) of the alkyl, alkenyl or alkynyl is/are optionally 
replaced with -O, -S-, -S0 2 - and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally 
substituted with one or more carbonyl oxygen(s) and/or hydroxyl(s); 



25 alkynyl, wherein the alkyl, alkenyl or alkynyl is optionally substituted with phenyl or 
substituted phenyl; 

R 3 is -COOR 7 , nitro, cyano or trifluoromethyl; 

R 7 is Ci-Cg alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein the alkyl, alkenyl or 
alkynyl is optionally substituted with C1-C4 alkoxy or -NR 5 R 6 ; 




15 



R 5 and R 6 are independently hydrogen, Ci-C 8 alkyl, C 2 -C 8 alkenyl or C 2 -C 8 
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L is a direct bond, C1-C12 alkylene, C2-C12 alkenylene or C2-C12 alkynylene, 
wherein one or more -CH 2 - group(s) of the alkylene, alkenylene or alkynylene is/are 
optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the alkylene, alkenylene or 
alkynylene is optionally substituted with one or more carbonyl oxygen(s) and/or 
5 hydroxyl(s); and 



X is a moiety of formula A, B, C, D, E, F, G, H, I, J, K, L, M, N, O, P or Q 
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R R R 

Q 



with X connected to L through any one R; 

each R is independently a direct bond, hydrogen, halo, nitro, cyano, 
5 trifluoromethyl, amino, -NR 5 R 6 , C r C 4 alkoxy, C r C 4 alkylthio, -COOR 7 , C1-C12 alkyl, 
C2-C12 alkenyl or C 2 -C i2 alkynyl, wherein one or more -CH 2 - group(s) of the alkyl, 
alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - and/or -NR 5 -, and the 
alkyl, alkenyl or alkynyl is optionally substituted with one or more carbonyl oxygen(s) 
and/or hydroxy l(s); and 

10 Ar is an aryl or heteroaryl that is optionally substituted in 1 to 3 position(s) with 

halo, nitro, cyano, trifluoromethyl, amino, -NR 5 R 6 , C1-C4 alkoxy, C r C 4 alkylthio, 
-COOR 7 , Ci-Cg alkyl, C 2 -C 8 alkenyl or C 2 -C 8 alkynyl, wherein one or more -CH 2 - 
group(s) of the alkyl, alkenyl or alkynyl is/are optionally replaced with -O-, -S-, -S0 2 - 
and/or -NR 5 -, and the alkyl, alkenyl or alkynyl is optionally substituted with one or more 

1 5 carbonyl oxygen(s) and/or hydroxyl(s). 

20. The method of claim 19, wherein the method is for treating a 
cardiovascular disease selected from heart failure, hypertension, SA/AV node 
disturbance, arrhythmia, hypertrophic subaortic stenosis and angina. 

20 

21 . The method of claim 20, wherein the heart failure is congestive heart 

failure. 
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